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Growth Response- 1 (2^HJ=|H#43, Egr-1 iPiSIB-r^ <i:;^>^'a5'5) 

iftfk^^l^— rJ'— (D^3^«:^^T§te¥@^T*'5 (Nature Medicine, vol.6. 
15 No. 12, p. 1355) o 

cn^Tl', Egr-1 ^fflViT, Eg r -1 :0^'Pig-r'f>^BC)^ES-?^Ji 



25 S^WO^^K 

n^T-^siji^fc^sviTWEg r-i (D^m^mm\zmiiii^x\,^^:iL^wtb 

T^tbL, W3^a^^;Hii#»(c:*>tt€>»E g r - i o^^^jflJ^OT^ 
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1) g2^j#^: 1 im-^n^75.ym.mmtm-^rz},tmnmzm-<DTB,y 

15 ^ ; 

mhfz.^'^t. ^^m^:i-v^^n^7s.ymmmh^-^rcitmnmzm 
^mm^umt^m(D^^T\zmmi^rzm^t(D. sh^j#^: i nm-^n^r 

8) U®^>fk-&«^<^#«ET^ct;t/#^#«ET{C*3V>T, gH^J#^: 1 T^$n-5T 

9) ^'tt*^, B2^?ij#^: 1 x^^fi^T%jn!^nt.n-i^tt^%mm.mz'm-' 
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(OT^y mum <^"^wr -§> >/\° ^ k * \t^(Dm^^'^Wi^^ 

1.0) f^m^. B2^j#^: 1 •r^m.'^n^7^ymumt.n-^tc\tmnmzn 

1 1) ge^j#-^: 1 x-m^n^T ^ ymm^\tm-^rz.\tmnm\zm-(DT ^ 

15 1 3) toiei) fBit(D;:^^u-n>^^:^^^*^c:ctoT^#e>nfe^k^tf*^c^« 
&3izm~<D7^ymmm^^m-r^^>y'^^m^rcu^(Dmmmr^mm 
1 4)i§Amm^:\x^^n^7s.ymmmiim-'^^itmnmzm-'(D7^ 

7 5 / ®?ge3?iJ S ^ > A tJ7 M * Mii-r S 
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1 8) WmBi!)^Eg r -1 ^W\i.Wmm-l!$>^mmi 7) fH«®Xi^'J--> 

1 9) wmm^mmm^mmx'$>^m$^l 7) iB«K©x^u-->i?':^j* ; 

14) l3«(^Xi^U-:=i>i^;&^; 
15 2 1) S5fSl4) l2moXi^'J-->^:^^lcJ;oTt#^n:fc^l:'&i^*fe« 

2 2) Mfsi4) um<D7.^^)-=.>^i3mz^'Dxn^nrz.it-^'mt^r:i\% 

20 • ^^M: : 
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2 6) gifB2 3) tim(Dm.^^^mL'Xtii^. @b^ij#^ : 1 x-m^n^y^y 

10 2 8) unm^ : 5 *;/t«BB^j#^ : 6 T^$n^m«se^j^W"r^4^ u ^ 

2 9) mmf}mmmx$>^m$&2 s) tH«^®^E& • mmm 

15 3 0) w5^a*«Eg r-i ^n^wmmx^^mu2 9)um<oif'm'mmm', 
3 1) ^mm.timm.m^^mx^^mU2 9) &s^(Di^E^ • ; 

3 2) E g r -1 mmm^^miyXti.^mmm'&^m.<o^V5 • f^mm 

3 3) Egr-l«IM»^'&Egr-ltt]^J^T*SBfflB3 2) iB^©^E35 • 

20 3 4) mifr^jfcEg r -1 ^um^^^-r^z.t^mw.ii't^. rnm^m^ 

3 5) E g r - 1 num^mE g r - 1 «l$iJ^Tfe^MB2 3 4 ) fStfe(^^^ ; 

3 6) mmmi^wmo^m • mmm^mm-r^rcibcD. Esr-n^ammo^m 
m ; 

25 3 7) Eg r-l«]$ijmd«WEg r-iai^^Tr^^tutB3 6) I3^®^5&ffl ; 
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^D-^. MV-y. -^^^ "O-^. hU, ^^n, t^-jP, 5^>A>>^ 

(Dmm. mx\t. mmm. mm^. ^mmm> ^^urm, mm,^ 

5 iaifl^/#«liSifla> ^1^>=^^'j7ASffllig, ^>y;UA>x«BIS> ^>^ilBI!S> ±>^ 

^nmm. #m> •wwmm. m^mm. %mm^. Bmmhi^<\tmmm 

mmm. i^mmmft. mm. mm. nmT^> :Kffmm. mm. ^m) . w 
M, Tii#, mm, ^m. ffFm, ^mm. ^^m. m<D^. #it. mm. 
^m. mm. m. m^tm m. i^m. /m^) > stm. 'L-m. mm. m^m. m 
15 rm. ^mik. m^LB. mi^. ^m. mm. mm ^^mfsiiiiz 

m^ntmmmz\^-<o7s.ym^m^'B^mL. i2^j#^: ixm^n^r 
25 s,ym^m^^m'r^^>/^i^m^^nmzmn(Dmii^m'r^^>/^^n 

mnmzmn(Dm\itLxitt. mM.it. mmitmmAB.^. mmmmmm 

mntit. ^n(b(Dikmmnmz m. ^m^mz. ^r^itmm^mz) 
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5 mmitmmi^^^tl^Xit. m^\t. pUtelet-derived growth factor-A 
chain (PDGF-A chain) , platelet-derived growth factor-B chain (PDGF-B 
chain) . basic fibroblast growth factor (bFGF) ^ fibroblast growth factor 
2 (FGF2) tumor growth factor-jSl (TGF-^1) , tumor necrosis factor- 
(X (TNF- a ) , intercellular adhesion molecule 1 (ICAM-1) , vascular 

10 endothelial cell growth factor (VEGF). PDGF /3 receptor (PDGF 0 R), 
insulin-like growth factor-1 receptor (IGF-1 R)> fibronectin^ a2 (1) 
col lagen UEHtmifi^n^c SfflM^Migitfe^.h VXit. ^fl^l^ p53 
J&^^tf ?>ns. M^mM^M^^tLXU. m^\ts plasminogen activator 
inhibitor-1 (PAI-1). tissue factor (TF), metal loproteinase /^(i:;^>^#frf 

15 <c>tl^o 

tR^mnm^<Dmmt. 'A^oyjm. ^^y^tiShi-PangYan i^(D-j3m (Proc. 
Natl. Acad. Sci. USA 95 8298-8303 1998^) ^^^-entCipC-S;^ 

<^il~10e@^. ^ef'$f^L<«iC (1~5) m) (DTS./m^^iK^ 

(*iF*b<«, l--30mum. $f*b<«l~l Oj@@S, ^^tCjF 
*b<f*|^ (1~5) 1@) <7)75y®S*«#3lPbfeT5ymgBJiJ, ®BH^J#-^: 

25 ix^-^n^7^ymmmzi^rz\t2msK± (tff^i^Kit. i-3omm 
m> »*b<j^i~i ommm. $e>tc$f^L<ts^ (i~5) m) (dt^ 

<Di^rzit2m&.± ($fsb<«, 1-3 ommm. 0*b<«i~i om 
m^. $e>fc$f^L.<«i& (i~5) m) <D7s.ymm(D7B./mxm^ 
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10 (D^>n^n\^. Ci^i^f)^ti}Vii^^zy)\^m (-COOH) , iJ}V-^^=yV- 
h(-COO-) , TSF (-CONHg) *7tfiXX.5^;U (-COOR) 

ciJiTX7.x;i/tc:fettSR<hbTtt. mx\t. x5^;u, n-:/a 

X^^^h(Dh:^mM<D^ y/-^^mzt^^n^, :i©^-^(DXX5^;l/<i: UT«> 

mm-^rix±0^-r^Nm)^(Dif)u^s,>nm^^\:iu^)u^^>mitvrch<D. 
^^p^(DT5.ym(Dmm±<Dmmm m^it-on. -sh. r^ym. 
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^mm mx\t. mm. ')>m> ^ita^mm. mm) t(Dm ^^\^^\t.mm 
\zmwi^nft:^mzvfti!)^'Dxnt>n^o 

25 (DM. Bodanszky M.A. Ondetti, K • vVizvT. (Peptide 

Synthesis), Interscience Publ isliers. New Yorlc (1966^^) 
(DSchroeder 43«kr;^' Luebke, 1f • H (The Peptide), Academic Press, 

New York (1965 ^) 
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(1977 ^) 

m\z^ y/'^i^ni^^Miivmibtircm'^iz^t. Mii^^^©:^^*^^^ 
it^n^zmi^^:'imz^'Dxmmi^^rMm(DM\z^m-r^:it^^x^^o 

^m^^x^^-^n^o ::<D^z>ti:mmtvx},t. m^\t. ^au^^^-jimm. 
t KD^->p^^;p=isiig, ^>xt Hu;i/7 5><tfli> 7^y^=^}\^mm. 4 

^jvmm. #»jT^u;i/r^ H^J8i. 4- (2* . 4' ->'^h^'>>'x- 
;i'-t h'p^v'^^^;!/) :7xy^r>'«Jlli. 4- (2' . 4* -v^h=^'>:7 

z.(Dj;:otjimm^m^\ a-r^./mtmrn-Brnm^mmiz^rnvr^T^ 
/m^. ^&dtT^^>/'^'^n<Dmmmr)\z. ^i^^tk^o^^mm-^yum^zvi 

miz^mum&^m^iy. •^i^izM^^mm'px^'?mi>::^ji^y-( i^m^m 
±mvtz^m7 ^ /m(Dm^iz^^>xi,t. ^y/^^n-^mzmmx^^^ 

:^)V:!i^z^^ ^]^mt\^Xit. DCC, N. N' - i^-T VZfu \^)VtlJU:!f^z^^ 



wo 03/060516 PCT/JP03/00111 

11 

HOBt. HooB t) tthiz^m^.^ym^mt^mmizmn't^ 
ttHooBtxx5^;p<i:b xm^it V TzWi izmm izmu-r^ znz^-o xn 

wMT^ym<Diismt'^mmt<Dm^\zm^^^^n^mm\-^. ^>/-^^mm 

<t$n;tT5y^^#w*, asi. 5^4mmmxmi^^<^n^o x>kH'j 
rj:z)z.t:^< m^KJt-^m K^mrctiz^K) -t^i^m^^ntsi ^ c t.ti^x^ 

mn(DRmzm^'r-<^xti.\,^'ntmo^m.-:f3Ws^i^n\z^m.m. 

25 S ^ 7t CD¥^*> jlllji^ L ^ § o 

>v?;U:t+v*Jl'j}?x;k Cl-Z, Br-Z. T3i^-7>^;i':t=^'>:^;W4^ 

x;u, h U 7;p:^-DT-fe^;K :7i$'o-r;k 2-xhP:7aix;u 
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>?;pxx^;i/, 4-i^nD^>>?;i/xx5=-;k ^>xt K'j;i/xx5^;Wk;) . 

10 e:<i:7{>^'T#s. 

■iiO XDimm-i. m^it. xX7^;i/'ft;*^fix-7^;Wbt3ctoT^i^MT 

^□->>®:7xy-;H47jcMS(^i5^m»ibT{i. ^JAJ^, Bz 1, c 1 2 

-BzK 2-XhP^>>?;K Br-Z. t -y5^;i/fci:<i:*^fflVie>n§o 
hX5^i^>(D-r^i5^V^-;KD^^Si:LT«. ««J;lti. Tos. 

20 ^->-2, 3, 6 - h u ^^;i/'^>if>x;i/3t?x;i/, dnp, ^>>?;i/:t^ 

->y^;W> Bum, Boc, Trt, Fmo c 7'ci:<i:*^fflVi?)n-5o 
25 c:ne>0^'&?^nj:i'l3cl:'5^M ; S^-r vyPtr;WX5^;i/7^>> hUX5^ 
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10 uyx.y—A. 2, 4, 5 - h U^^oD:7xy— 2, 4-vr:hn:7x 
->Ty ;^^;PT;m-;i/, a°-^- hD:7x7-;i/. honb. n- 

t Ka^-VXi^v'^ h\ N-t HD^v'^^JKa h\ HOBt) <h(7)XX 

jm<o a-ts)v-^^zy)vm^mm(D7)V3-)vmt.m'^t^^t\z^^xm 

20 mr^^z-tt^x^^o 

^>n^n'^tz\t^(Dm.^^mnmr^z.t\z^':>xmm.-t^:Liz%x^^o 

:^mn<Di^>nifm.^-3—\i't^'DnAtvx\t. y^ADNA, ^yj^ 

25 DNA^-ry^U-, JilBUAcm • mi^S5l5(^c DNA. ±fBbfcm • 
^i^65l5©c DNA^-r T'^U-. -&^DNA75:^;0^'^tf '^>n§o ^-r>^^ 

yr — 'J^ \^t^E\,^'triX^'DXh^\^>.^tz.±M\^rz.mm,'W^^K> lotal 
RNA*fc«mRNA®ii-S:PSaL;tt>0^ffiViTil^ Reverse 
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Transcriptase Polymerase Chain Reaction {^T, R T-P C R?^<hai§I^T 

^Wf -5 ^ > M$ n - Hf -5 D N At^cJ: <i:*«#tf 5) n-S, 
10 @e^J#^ : 3 ^TMmm^ 4T^^tl^i&»S3^J^A-<7. h U >>^x. 

WizB^ U < «JKJ 9 0 %£;l±> b < 9 5 %JEJl±©+B|WH4^W-r 

^^^t^, ^U^^^oL 7—- ^7a — ->:i^ (Molecular Cloning) 2 nd (J. Sambrook 
et al., Cold Spring Harbor Lab. Press, 1989) \zUW.<Dyj^r^^\Z^-oX 

20 i5^-rif-'>3 >(s, mn(Di^mmmmiz$^m(D:/jm\zm-Dxnr3io:it^^x 

OmM, fff^i^<\tmi 9^2 OmUX. MS^^J^ 5 0 ~ 7 0 "C. $f^b< 

26 «*U6 0~6 S^CcD^f^^^Sr^-r. h ^ AMm^m I 9 mUXUm. 

;&5*?J 6 5 rwa-^dW* L 

n^T^ygggea^j) s^wrsiJ^wii^^^n-H-rsDNA^, $f^b< 
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^ D N A ^ ffl i T^^i^ L (7) <h A < y U iSJ'-r if- -> 3 >-r -5) ^ {C ck o T 

^OL^— • ^D— :^>^ (Molecular Cloning) 2 nd (J. Sambrook et al.. 
Cold Spring Harbor Lab. Press, 1989) \ZnEm.(D:^fiU^\zm.-:>X^ys:^ :i 

DNA©*a^SB^Jtt, ^ik'^(r>^vV. Mutan™-super Express Km 

(^Mjt im ) V Mutan™-K (^Sjt (tt) ) ^^^fflV^T, ODA-LA PGR ^> 
15 Gapped duplex Kunkel ^*#®S#:^^©;^^*^^ViJi^ne>(c:2pD^:^ 

^P->'fk$n^ci57>A^M^3-H-r^DNA«. SWtCj;*?^©**. 

-SJl-hd^T^-S, i^DNA«^(D5' *lISffliJlCiffilRM$&=l H>t bT©AT 
20 G^#L. ^;^3' ^MiJtcttiaiRi^it^ K><hbTc^TAA. TGA^;^ 

^m^^^-tvxit. ±mm^^<Dy'^x^\^ pbr 3 2 2. p 

BR3 2 5. PUC12, pUClS) ; H m. P 

UB 1 1 0. pTP 5. pC 1 9 4) ; K^i^K^^Xa K (M. pSHl 

9. PSH15) :^.y7->^rii^<D/'<i7T-^J^y7—z^;Uhn^^}V;x^, 
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U^i^-T0'i)l^X../'s^^n0^Jl^U^(Dih^yC'y^)\^7'^ ; P A 1 -1 1 , 
pXTl, pRc/CMV, pRc/RSV, p c D N A I e oU^^^ 

^r-rJ'-, LTRT'P^-iS?-. CMV h □ "l^-T yp^:- 

10 m^T&^'Xvx'J hTMMT^S*'^, trp-T'P^-^-, lacT'p^: 
r e c A-7°P^-:$'-, a P lT'P'^:— i$'-> Ipp^P^:-^— , 
T 7 ^P^-^-fj:<i:;5W^LVi. 

m^Av^^}V7.mmx$>^m'^> spoiyp^r-^j^-, spo2yD^: 

p e nPyp^-^^-ncif^^^SLVic 
15 m^^mM-v$>^m^. PH0 5:/p^-^-, PGK:/P^:-:$7-, g 
APT'Pt — ^ — , ADH:7°p^-^-7'j:<J:'7iW^LVio 
?t^7i^^SAmT^§±J^, >yp^-37-, PlOy^P^- 

20 '>>y>'^/:^JU, ^'JAmovy^;^, iiliR-?-;^;-, s v 4 oi^lii^r U 
> (^T, SV4 0or i ^MT^il-^TJ^^^-S) /cC c!: LTV^^ 

il^r. dh f r <i:l8S^-r§«'&75^^§) C^VhU^-fe-h (M 

TX) mm , 7>hfx<J>itttji{5i^ (OT, Amp^i:BS$^;-rs^^*^** 
25 , ^-^'?^i^>nm^<nf- (OT. Ne o ^ifflSI^-r^^^7:>^'S)^« G4 

1 snm) m^m^f^n^. ^i,z. dh f r jtfs^^^i5=-^-r--xvNA;^ 
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(DN$S7|5l|iJ{I#i0UTfecfcVv, ||^j?)^^X'>xg h:7Mffi-eab^^^. Pho A • 

7t)mm^$>^m'^. mf a • i^if-tjv^n^ sue 2 • i^^i-jumnu^:^^ ; 

X'>x U \17mMt \^X\X.mA.\t. xSxx U fcT-3 U (Escherichia col i) 
K 1 2 • DH 1 i^Uzy—-J>ifX • - If - rJ'v'a:?-;!^ • 7:^5^^— • 
15 • •+J-^X>>'-rX • • if • n.— X7.X— (Proc. Natl. Acad. Sci. 

USA), 6 0#, 1 6 0 (1 9 6 8)], J M 1 0 3 i^7-r ^ • Tv^^/X • 
5^ (Nucleic Acids Research) , 9#, 309(1981)], JA2 
2 1 iV'^—ir)V'-^-:f'^U^=L'y'-'n^-tU'J— (Journal of Molecular 
Biology) , 1 2 0%, 5 1 7 (1 9 7 8)], HB 1 0 1 C>?^— • ^T:/ • 
20 ^U^=L^— ' n^:^Ui^—, Aim, 4 5 9 (1 9 6 9)], C6 0 0 i-J 

(Genetics) , 39 #, 440(1954)] nt^J&^^fflVien 

-So 

/WPXJS^i: VX\t. m^lr£. /WUX •t»-:/^;i'X (Baci 1 lus subt i 1 is) 
M I 1 1 4 ii^—>, 2 4m, 255(198 3)]. 207-21 ti^^- 
25 • • A-r^^-ya;^ h U— (Journal of Biochemistry) , 9 5#, 8 

7 (1 9 8 4)] tuE^m^^i^n^o 

MMtl^Xits mPLi^. '^ytja-7'i±7. -feUtfv'X (Saccharomyces 
cerevisiae) AH 2 2, AH 2 2R-, NA8 7 - 1 1 A, DKD- 5D, 2 
OB— 12, i^V'^ytfU'^'i't:^ 7j?>^ (Schizosaccharomyces pombe) 



• 
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NCYC 19 1 .3. NC Yt 2 0 3 6, tf + 7 h U XCPichja pasloris) 



^^W^tB^ (Spodoptera frugiperda cell ; S f iffliS) . Trichoplusla ni 
5 <DfpmJ^M(DUG imfl^. Trichoplusia n\ (D^^^CD High ¥ive™m^. 
Mamestra brass icae S^feCO^flS, Esligmena acrea ^^(DMMUiiti^F^^^'b 

(Bombyx mori N mm I BmNM) ^^Cifd^'ffl ^tl-S. fmmtVX 
\t. mXit. S f (ATCCCRL1711) , S f 2 iBm (&.±. Vaughn, J.L. 

10 e., -iy-^^:^ (In Vivo) .13. 213-217.(1977)) U^-^m^^^bn^o 

^-(Nature), 315 #. 592(1985)], 

mmmmtvx^t. m^^t. -^jmmcos-? , vero. ^^^zl-- 

X/\AX^-mmCHO (IJAT> CHO,«<hlllSI5) . dh f ri^^^^m 
15 ^i'-r--XAA7>iS^-mCHO(^T. CHO(clh f r-)m<hiSfE), 

t h F vmmtsi e> n-s. 

20 Xi>xUtTMffifa. ^J^t^, yp>'-v>yx- •+)-'• 3 • 
7tl^^- • :t>^ • •t>--rx>v-rX • ' 1f • rL— XTsX— (Proc. Natl. 
Acad. Sci. USA) , 6 9#, 2 1 1 0 ( 1 9 7 2)-^>?— > (Gene) , 1 7#. 
1 0 7(1 9 8 2);'5:a:t::l3«J©;^^t::tJeoTJ^Mfe^-r^c:<?:75«T#S. 

25 (Molecular & General Genetics) , 1 6 8#, 1 1 1 (1 9 7 9)' 

A . ^ y X • -r > • X D z^— (Me t hods i n Enzymo 1 ogy) , 
19 4#. 182-187 (1991) . ':fa->—z^>^X'^Zf'-*f"r 

->3:^;^•7':^•T^^— •:*-y-+»--rx>wx-;t:;^"tf • JL— XXX— (Proc. 



KM 7 irj.E^m\^^6n^o 
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Natl. Acad. Sci. USA) . 7 5#, 1 9 2 9 ( 1 9 7 8) 75:^lCfSte:^?*f- 

m^mm^^ZSm^it. m^it. ^/J-^ / □ -J- (Bio/Technology) , 6, 
47-55 (1988) fcj:^l3|Bm©;^^tc:t«eoTJ^Mfe^-r§ t*^T#§o 

5 ^mmrnt^ m7L\-i. mmx^mm^ %mmxj^mM':ruvn'-)\^. 2 

63-267 (199 5) (^rHtt^tf) . ^4 uuV- (Virology) . 5 
2#. 456(197 Z)\Z%Zm(D:)5mzM'oXW^%.W^'t^^t.ffi'l:^^. 

15 W^. mmsm. u-yT.'f'—'f ' Vio-. ^:/h>, ti-if-(>s ^x^^x> 

30«^n^*n#tf6tl^o ffi^^x^^^X. \^^S,>m. 

^ry^t^, ;^-tf^yi?<&^trM9J^ifi Ca^- (Miller) . 

(Journal of Experiments in Molecular Genet ics) , 4 3 1—4 3 3, Cold 
Spring Harbor Laboratory, New York 1 9 7 23 iOW^UVi. 'i^^{C<kO. 

JU^ CO J; o ;^d:m^J ^l^ite {C^jfjp L. T J: V i o 

^^/{>«xv'x.UkyM^Tafe^j^Mfeife#oi§^«. ii^JKJi 5-4 St: 

^3-2 4NF5gff^J::fon^. M^^iiJ^Srff oTt)il.io 

1t±*VN'5=-;i/7.JIIMT*§J^K^«l«^<^ig^«> ii#*U3 0~4 O'er. 
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20 

— (Burkholder) CBoslian. K. L. ^Dv— v'^ 

5 +f.iL-xXX— (Proc. Natl. Acad. Sci. USA) , 77 4505(19 

8 0)3 "po. sxtj-^^ym^^^-f^sDmrn mtter, c. A. e.. ■t'p 

:/.+)-'• IL— XXX— (Proc. Natl. Acad. Sci. USA) . 8 1#, 5 3 

3 0 (1 9 8 4) ] uaifimwibn^o mm(DvHit. tuf^vKitms^s 
10 x$>^o ^m\t. a^i^2 o'c~3 5t:-r, m2 4^7 zmmntatDn^o 

m^i!}^mAmm^rz\tM.Ax$>^mnmmi^^mm-r^m^o)mmtvx 

M ^ it Grace's Insect Medium (Grace, T. C. C. , ^ 5^ ^ — 
(Nature) , 195. 788(1962)) iZ^mitVTz I 0 %0->ikm^(Dmiam'S:m^ 

15 mpirch(Df3:^i!)m^^^n^o m%a)pH«, 0^v<\tm6- 2~6. 4 

!^5~2 0 %(Z)JI&ie4^jfiL?i$r^t^MEMiSm C+l--rx>X (Science) , 12 
20 2#, 5 0 1 (1 9 5 2)) , DMEM^ife C-y-raPv^— (Virology) , 8 
#, 3 9 6 (1 9 5 9)3 , RPM I 1 6 4 0i@m CvA'-::f-;i' • • It* • 
T;?^ U:^7> • • TV v-X— V3 > (The Journal of the American 

Medical Association) 1 9 9#, 5 1 9 (1 9 6 7)3. 1 9 9mm iZfui^ 

—-jy^ • • if • y-tt-'TXT^w' • — • -tf • >?w^Pv:ty;i/ • p^x>r 

25 X> (Proceeding of the Society for the Biological Medicine) , 7 3#, 

1 (1 9 5 0)3 f^Eif^m^i^hn^o i^m(7)pH(^, $fSb<«l^6'-8T& 
-5. mWit> ji^/^3 0*C~4 O'CTN \ 5~6 0B#FBltf7iJ:*:)n'&. itl-^g 
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^^tiz^o. y/-^^n(Dmtii^^^^^:^f^u^^m^>^n^o mm 

nommit. ^i^^'j^mcDyjmizvrct^'Dx^mmm-r^z.tmx^^o 
^mmtii^<D^tvx^^m<Dmi^mm-r^:^^ ; ^^y^m^n-rh^f'^ 

j^Mfejfe^d^M^-rsiJ'wi^M^, i^mm^^tL^mw^^zmm^i 
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0i : igA mm ; ^^m^<Dmmmm ; wm ; mmmmm<ommmtm ; 
si^s mmmtm ; '^mmm ; 't-mm ; pica ^Sckr)?;^^ 

mm) ;M^mm m^i^. ^mm. ^0^. fi^m) -.mit'^mm mA.\t. 
m0k. mm. :kmm) mmmm m^^t. miimm) mmm mi^in^. 

i^%^m^ >j'^^ni)mm:-t^mm.Li.x\i. ^iEnmt)AMvtz.^'^\z. 
ip^^m(D^>n^n(Dmtimii]\vx\>^^mB\ j&wsLvio 
25 *fc, if%m(D'5^>n'^m.ffimm't^f^Bt\^x\^. ^w\n\z^n^Eg, 

r-l (Dm\Z^-^l.X^m.-r^. Eg r -1 ^fe^l^^S/^WSbVio 
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^m^f^n^o z.nib<Dmmit^yE<t,^nrch(Dx$>-oxh^^\ 
mmi^tmmz\^xnt>n^o 
25 ^m^c^m. ^m^mm. mm^^WL. Wi^jsm^s, wimwrni^m^Eii^ 

c^:^mizv^^xmmr^::t7i)^x^%o 



wo 03/060516 
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F(ab')2 , Fab', ^-2>Vi«F a bi®5^>l?a5oTt)J:Vio S/S:, tn:#:« 

m^mmtmmmizmmL. mwi&^fzitmmmmysi^\z^-oxmm^m^ 
m'^<o^>/'^^m^^mmmhrcmz. ^>y'^^m<Dmm^ff':>xhJ:i^o 

^m(D^>/^^m^^m'^vn^t-'j^^u:t^]^\zM'r^^^m^} > r:$: 
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±IE^^fiH4«, ^ajAt^Shi-FangYan i^<r>^m (Proc. Natl. 

5 Acad. ScL USA 95#, 8298-8303 1998¥) t£.rz\-t^n\zmC^:fjmz^^ 
•DX-yjUi^y h7 yk-i (electrophoretic mobi 1 i ty shi f t assay) ^ffl 

10 H) 7\d>^>^m^itiyrcmntmm-^'^^m) > ^^m<D^>/^^m. 

m ^mwzmiuvxKm-^'\k. el i s Amu^(D:^f^mrz\t'tn\zmc 
^:^m\z'^^xmmmizm^vrc:^^m<D^>/'K^n^^m'r^^t\z^^ 

15 xhm^-r^^it^^x^^. zzx\ *^Bj(D^>A-i^«>o^**^BjOiS7>A' 

m-^. mmf^\zidif^^mM<D^>/^^m(o^mmhmmizmm-r^:iL-^^ 
x^^o i5ffliiafs> '^-^\zjt^i:^xEsr-i^mmmm'^(DmwLyx^ 
mT^z.ht)^x^^o 

^^H- H-r§ DNASH^J;&^€>3i^;^i:::^^-r V-Srf^fiJcb, RT-PCR $ff oTM 

m^\t. ^^(7);^^^, -B^d^^^ Shi -Fang Yan ^(D:f5^ (Proc. Natl. Acad. Sci. 
USA 95 8298-8303 1998^) ^tz.\t^n\zm\:'^:f3m\Z^^X. Mil 
^^Srn-H-r-S DNA <Dm.mm^\^'^tSifs\) Jt.i7 V^^^^U^l^X^^V 

ti-:fu-':r^m\^^ftj'*f>^uy^^>ifm\z^K>m\^x^^. ^tz. ±tB 
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^mmmmmt. ^j^9S<D:ljm. mXltt Shi-?ang van i^O^:^^ (Proc. Natl. 
Acad. Sci. USA 95 8298-8303 1998 ^) mrziit'trnzmc^:fjmizm 

^ DNA ±{c:*5ViTSa^J#-^ : 5 *fe«Baa?iJ#^ : 6 T^^tl^J^SSH^J 

\tmm) -r^it^m^7.^o-=^>^-r^z.hf}^x^^. 
it^m^:$^mm<D^>A^m(Dm^^mmr^it^mtLx. ^n^nm^ 

K ^ (Dl^T&^^TOT terns b T ^ M V> ^ S^feom 

<Dm<D^^i^tiE'^Mmwim^^(D^ntiz:hiir^:^^B^<D^>/^^m<Dm 
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^f^<t^m. mm^mm. mmmmm. mmmmm. mi^mmmmm. itm 

15 -r^mm^i^m ■ f^mm^i^xm^^^zt^^x^^o 

zzx\ mm^miztm-^n^mi^tvxit. mmm:^itLxmm(D^m 

mmm> mmimfsi^tvxm^^n^o ^tc^^^izitscx. mmm. tfim 
20 itm. m^M. -Wf^mu^cDmmmmm^m^^^zthx^^o 

h-;k x>y>, aitT'y-fy. x^xhu>\ j^^-fe;i^n-x, issm 
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p-x, ^^zh'J>, y;p^>, t Hp=^^'>yDtf;i/-k;i'P-x, tKp 
4^v:/pe;Wpt5^;w-fe;pp-7>, tJ^U tfn;i/hfp'J H>7ij:^7&^#tf e>n-5, 

St HP4^s>yp hf;Hr;up-X7S:£*^*^frf e>n§. 

15 ifT^^'^frf ?>n^o 

3x<^A, li<b'S>"t?hx'>A, ^:y7.5^T'J>^i^U-feU>;^}:f(Z)|!i®« 

20 5^;i'-fe;UP— X:M- U '^7^, ^^;Hr;i/P— X, h KP=^->p^5^;l/-fe:;^P— 
7., t KP4^'>x^;i/-fe;i/P-7.. t: HP^>'yPh!;Hr;WP-Xfj:i'0^ 

ens. 
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UE) , ^^fe^ ^-tsu^y. i;uuy^)V. ^>i5^f^E) f^H 

mtd.mmm^m<DmmtLxi,t, m^^mm. (vyh:^:f± 
u^omnm: ^^zff^mm &.Tf^mm. m^mp^&.mm. m^p^mi^ 

20 m(D:^fim\z^K)mm-r^:it^^x^^o &.yiz. mmcoM^mmmmz 
-D^^xmrnr^o mmm.i^!^^(D:$imM(Dx^o-=i>^::f3m\z^o%^n 

m^iit. mnMit. m^f^^iz. m.mm m. m.m, mm, fy^y, d 

25 -'^y:^.] — JUU^) . mmm m. ii)\^yi^^'y^^)l-\LAa-7.tJ)Vzy'y 

;t«m^^j m. ^)\^^, T.y'Toym-^c^^-i^^i^, ^^jx^uy^vzi 
-;i/6ooo}^£) fji^^mn\Lx&^f^mL. 'A^^Xii^^^iz^o. i*(d^ 
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15 tl-5>, 

5^;ni;i/p-x :7i$^ix— h, t Hp=^^s^7'ptf>iu^^;nz;i/P-x y-fe 
hiJ-^i^^-h> ;^;^;iJ*^lc^^^;^x5^;^•fe;^p-x. mmy^^vm-iz 

;Up-Xfj:£®'t;i/D-xi^iSi^i'^ ; ^^^$^7^7 U;i'®?n#U-7-L C:t'r K 

D C:f< h*^^:y hL- 3 OD 5 5 (^S^) , P-A:7 t JUV^h] , ^^S^ 
7^U;W^=l3j^U-7— S \^^^yhS , P-A >' 7;u-7%t] 
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mm mx\t. th, -^^t^. ^y^v. o-^^. o-^. 
n^MM. ^^)l-hu^^z^i:)m£^^^. m^it. wmmizmrnvxi^^ 

(DX^V-^>^:^m\Z^ioniin^it'^mtVX. *50. 175:V>U1 O Om 

i^<i>^(Dmw^rzitifiikm(Dmmmzm^xmm't^z.t^^x^^o *^bj 
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( a ) "ty^n —yHm:wM-^mvd(DVfM 

-1'^, ^)]^^vV. Tr^x, 5yl>. t:^;/>?, ir^^(DPi?Lii#l (Sfe, pS 

^^>(D:^m C^-'f5^-\'— (Nature) > 256, 495 (1975)) \Z^^\,^mM'r ^ 
Lrnxn^o Sl!'&{Sit^JtUT«, ^JAtdT, tI^U X5^U>if' J (PE 

20 

#iltt^iai:bT«. '^J;lf^, NS-1, P3U1, SP2/'0, AP- 
1 ?5:£cDj!ajliil«j#|(^#Mffi«?&^#^f e>n§:f&^\ P 3 U 1 7&W*b<fflVi^, 

lt^«. 1 : 1~2 0 : lig^T^O, PEG (^ff*b<«PEG 1 0 0 0 
25 ~PEG6 0 0 0) 7&^1 0~8 0%@^©?i^T^JP$n, 20~40'C. 

^ff*b<«3 0-3 7^^1-1 o^^Psi-r >^3.^-V'r^^t\z^mm 
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^tUT«, mX\t. 1-2 0%, 0*b<«l 0-2 0%(D4^1!&ieifilM^ 
-^tyRPMI 1 6 4 0i§it!j> 1 ~ 1 0 %©4^Jl^iejfil«<Sr^trG I T^ife (ftl 
3tM^Xll (M) ) *^Vi(iA-r ^''U H-^ig«ffl*ttJfil?*i^ite (SFM-1 

mm.^W}m. -(:t>^mi^ m. deae) iz^^mmm. m^'ij^m, 

yjl^mf^. ^J!Mi^'B-@ffi*'5Vi«7'P7=-r>Aa5'5Vi«^P7=--r>G;^cCi: 

mmm iz'^^x^mmmr^^t^^x^^o 
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#nt^, i£o)muh(D^a<Dmu)tmxmm^'&xhx\^^7f)i. m^^t. 

10 >1(CML. I<J0. 1-2 0, $fSb<ii|«Jl~5(7)fiJ^-e;^jyu >iJ^$-a: 

15 m^^i^mt. ^ajfiisijtjciMLT. tfii$im^^^mmminz^n^i^$>^ 
mtmi^. ^mMtfbizn-^-^n^. n^izmLxmi^im^m^mib^rz. 

25 iI(i:;O^^T#-i)o 

:*:^HJ © iS^ > A° ^ M iC^-r -5 tfi#:«, 2^^HJ ® ^ >/\° ^ M * t 
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mm m^yi. th, -^^t.. ^^yv. ^^^^^ try-:/, oi^. ^-^^ 
-r^, ^yj-^y-j-uE) \znvxmnmz^rzmmumz 

ik^M^. ^^)v-hUEiz^omr.i.^f)^. m^iit. mmm\zmmvx\^^^ 

^AS# (#:a6 0kg) iZ^l^^Xit^ -Bfe^'SiD. W^fig^T*§*l|B^ 

.15 1. 0 75:1^1^5 Omg, J: «5$f*U<J^*>Jl. 0 t^cV^L 2 OmgT^^o 

f'm\(Dr:nsb(D'7'-ti-ti.xmmx'$>^o j:ot, :$i^m<D^y/^^mizM 
r^mmt. :^mM(D^ y/'^^MfjmmT^mmommmt vxm <h 

20 feT^^o 

(i) *^Bjotn;#:i. mmm^j:zsmwiit^nr:i:$i^m<Di$^y/t^mii^ 
m-^mz^m^^. ^mmzm^vrzmmi\:-^n^^mm(D^y/ti7n<Dm 
^^m]^r^:itiz^K>m^m^<D:^mm(D^y/^^n^rc\t^<Dm^^m 

25 r^^t^f^wift^. ^^y/-^^m^rcitt(Dmmm-r^^m(Dm^:^ 

( i i ) ^mmtmi^±iz^mitvrc^mm(Dmi^:id^ umm<t ^ tifc*fiB^ 
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±12 (ii) (ommittdi^^xu. -':^<Dmm^:^^m<o^ >/^^n<Dj^m^ 
< \tifi^-mBM^i^(Dm^^t^^^rzimm^^mz^D^m\^. ;in^ 

dbtiU. Vi'rn©fiiJ^^$fflv>Tfci;Vio mx\t. ^>:7apt hu-, m,-^^. 

u^<mn^m\^^^m^m\zm\^^^ri^m$Lmtvx\t. mx\t. t^m'i&.m 

20 ±.tmmtvx\t. '^'^x);t^]^(DX^ti.h(Di}m^\^<s mpL\t. ^ 
—t^yy-"^. ^)>zimM7mmmf^Ef)m^^^n^oik%^nii\.x\t. 

mtmn^\zi^^^>- i^hu-fh) 7\cz^>^^m\^^^^thx^^o 
irim$>^^mmi^(o^mitiz$>rz'oxit. mm^m^m^>xhjz<. mrz 
mi^^ >/t^n^^mit. m^itir:b<Dizm\^^^ti^<t^f^^t:m\^^^:^^ 
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10 j*tc*5ViT> m^mtnw$>^i^\tmmmm.mzmi^^i^n^tfim^'^^-ri^^i 
mmx$>^'Z-mtrj: < , m\^mm^[^±^'i^^^(DB'^x 2 am±<^tn:# 

fit^xm^^^n^mmt, $f^b<«c^gBi^^. mxitN^m^mm-r^^ 

{t. m-^m. ^A/^h^Jy^m^^^^^t^yu^ho-u^izm^>^:lt 

m^mxit. ^mm^(^mmtmw^mm.t^tfimzMi^xm^mzKJts'^ 
itrz<Dt>. ^Rft^(Dmmmm(F) mi^^m^vrcm^^m (b) 

^mmr^o ^^mmz^t. mi^t^x-^m^ini^^mi^K BXF^m^-^f- 
ijx5^u>^'jzi-;k mBmmzM-r^^2mi$-u^^m\^^^mmm. 43 
j^rs. mitiii^ti^x^mtm.i^^m\^^^^\ ^s^^tt. mi^mt^m^ 
(Dh<D^mi^^f^2m^tvxmmtmi^^m^^^mmmtAm^^^n^o 
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m<DVL^m\^m%^nts.\^^^^\z^u-^--(DWc^^mm'r^v-^-^y 
u)kh^)-is.Etimm\zm^^^n^. 
10 z.n^m^<D^^^mA'^w^^^mn(D'^m^mzmm^^\z^rc'ox\t,. 

<o0kw. m^mz^mm<Dmn(Dm^^^m^MPix^^m(D^ yn^f^o^ 
iiij^^<&«^-rn«j:vi. z.n^<ni~WLm^mk^m.(r>mm\z-^\*^x\t. m 

m mmf^^m^mi msm im^m^. m^ez^mr) . methods 

20 in ENZYMOLOGYJ Vol. 70(Immunochemical Techniques(Part A)). Vol. 
73 (Immunochemical Techniques (Part B)), Vol. 74 (Immunochemical 

Techniques (Part C))» |pI# Vol. 84 (Immunochemical Techniques (Part D : 
Selected Immunoassays)) ^ Vol. 92 (Immunochemical Techniques (Part 

E : Monoclonal Antibodies and General Immunoassay Methods)), W\W Vol. 

25 121(Immunochemical Techniques (Par t I : Hybridoma Technology and 
Monoclonal Antibodies)) (U±. Ttl^^ v !7':fVy.^m=f)t^ii^^mt^ 
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*^BJ(7)^>Ai^M^3— HTSDNA. mRNAI?<Z)RNA*^^frf e>n. 

-2^iS(Dj^-&«, ^Lyjx^m irut)t>s zi-\^m) x$>^x%. T>5^-fe> 



wo 03/060516 PCT/JP03/00111 

40 

rL^— '^D— (Molecular Cloning) 2nd (J. Sambrook et al. , Cold 
5 Spring Harbor Lab. Press, 1989) tc:SS«(7):^T*^^«^ntC^DS;^fetC 

s viji^n ^(T^-gp^r-^Wf -B^^^ffl y -+>-*>A'f :/u ^-r if- v 3 

mTOil. :*:%§g®:S'>/1i5'M<£rn-H-r'5RNA U < (imRN A) 

ii;^$-&'l>ISi^{k:^t>S, 2^^BJ(7)^>/1i?M<&ri-Hf^RNA<Z)^:^$ 
15 {Sit-T'S^b'&tl.hLT ; 2^^B^©^57>A^M^n-H-r^RNA (iif^L< 
JimRNA) ©»^^2 0%i^A±, $f * b < « 3 0 %JEA±, ckO0Sb<(i 

i'^^-y'j-Ym'c^m. ^m\^^m. ^m^nm. mmm^'m. mmm^WL. 

^ t b T ffl V i § d T # S o 
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mm m7L\t. tih. -^ot.. "pv Vs ^-^^^ o-^. 

^AS# (#:m6 0kg) lC*5ViT(i, -S*;^0. W^^^T^^^^BJ 

g, iff*b<«Jis5l. 0fj:Vib5 0mg. J: t)$f * U < 1 . 0:^«j:Vib2 
15 OmgTfe-So 

(1 acz) , :^m^7Mfjy7^:^yT^'-'^mB^. ;i<->7x7— tfJt 
^^^fj:t**^*^tf ens. 
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<D0-^y^ hi^y—\£m^^ (1 acz) x^mmvx\^^^m^. *3fe, ^ 

5 -3--r>h'U;i/-/3-:^/^^ htr^/v-H (X-ga l) (O^otii^-IS 

nc^n<D^'m.m^^mmt^z.hti^x^^. mwm\z\%. mf^^^^^t^mm 
m¥x^^)v^)\^T)v^\i\^f^Exm'&\^. ^) ymmm^m-Bimm (pbs) 

10 f£.^^\^imi\^i^-^^rc'^.mmm^^imu ^T>TA/vBsm^x^w 

^-rS^li^^T^^o l^lt. 1^m\Z.'^^^s 1 a c ZSrn-HfSmRNA^ 
3^ -So 
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".I 

5~3 OlHigST^-So 

A\z/\'i-:f^jy^x-t^h(Dx$>nii\^^'fn(Dh(DXh^^^o :in^(D7> 

*^BJ ^ >/1 ^7 M S: n — H -r S D N A O T >5^-k 5? ^ W H 
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(^J;ltf. kh> •T'i'X, ^^yh. >:7+h:^. t:^y>?, T/iJ', ^i^. K?^. 

15 d <h feT^^o 

mT>5^-fe>Xpli:7^:r5^HO©#«ti, ^-^MMs 

kg) tC:fel.iT«, — H*;^0. Jis90. Df^cVibl 0 Omg, i?Sb<Ji^ 1 . 
0?5:ViL5 Omg. <i; OJF*b< tt*?J 1 . OfctViU 2 OmgTJfe-So 

±IHT >5^-fe >X7j? 'J ^ u^^ }^tmmiz. ipi^mo)^ yn^n^u- 

mi5'>A'i^KS:3i-H-r§DNA(Datg^«I$iJ-r -SJliT&^T^SO-r, 

-miiRNA^a:. 'ii^^O:^^, -py^^^ Nature, 411 494 K. 2001 
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'Jzi^1f-rA«, m^itlKEmS in Molecular Medicine, 7 #, 

221 M, 2001 mzt&m.<D:^mzmcx. ^^Bjc^Tj^u^^urt^^K^gs^j^ 
-mtvxit. {i):^(D^j^^^Aiz^'z>xmm-^nn^^Bm<DRNA±<D 

0, Pi?LWltl («?^J^t^. bh> 7^;/h> "^-^y^, K?"^^. MV 

15 f^BJcDiJ^VA^K^U-H-r^DNA^feHmRNAcDS^ (jtfe^S^) 

mmm$>^^^it^mi&T'^. mDNAi^r:i\tmRNA<omm$>^^^it^mm 
20 ^oy— tf>/N^yui5^-rif— '>3 >-^pcR-s scp^ (yy^^j/^^x 

(Genomics) , 115 874~879M (1989^) . T'Dv'— >5>i5^ 

X • • if • •:^V3:^;^ • 7:^5=^^- • :ty • it-rx>'>-rx • ^t-y • :x 

— x;^X— (Proceedings of the Nat ional Academy of Sciences of the Uni ted 
States of America) , II86#, 2766~2770H (1989 ^^) ) ^ 

25 iiiz^<omm-r^:itf)^x^^o 

m ^ n^cJ^-^^ p c R - s s c p 0 D N A ©§^^^S7{>^^tb $ 

^m.m^E(D:i^%'&m^>n^%i)m'm-^mmz'mm.\^x 
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mm^: 6T^$n^i&^BB^J^^f §4?U^27 2^!^HJC»^> 

^yf^o^^u^^vit. ^i^<ik^<D:^miz\^rz7!)^-Dxmm'r^:iiiti^x'^ 

^mr^z.t^^x^^o mmmn: 5^ft\tmmm^: exm^n^mmm 
15 (7)^^<hiRiimtcbT> m^Kbb> mm.mm mx^t. t -^r^x, ^^;/ 

<^1J-^. hU/>^, >^i5', '^i^, '^•7, ^33, -r^. -y-;!/, 5^>A>i^-7ij:«i;) 

izMvxmnmiz^fcmmnmiz^^-r^^tij^x^^o 

UT, i^O. iTjtViL 1 0 Omg, tfi-^VKitmi. 0 L 5 0 mg. J; D 
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Es T - imm^tVXit. ^#l^(C*5l.iT, Eg r -1 OM^feb<tt5^ 

Him. mmi^tam. mmmmit,m. «/cj:^cDVirnT*oTt)i:Vio z. 

E g r - 1 iff ^ b < Ji, Wm\Z:^^^X, E g r - 1 ©ig^t) b < 

10 ^r:i^tEs T -I <D^^^miLo^<^m. tf^f:>^. ^Egr-l 

Eg r -1 ^#:i^(;i*5i/iT> mmwMm'^^^. mmmmmk 
(Dm\i^^piiyo^mnx$>^xh^i^\ 

20 :^mM(Dmmm^w&(Di'm ' fhWMit. ^±xi&m'\kx^^(Dx. 
\-^. m^m^ m^it. bh> -7>>x. ^^^h, ^ 
^-7, -rp?> 1^;k 5">A°>>?-;^d:^) izMvxmnmz^rzit 
4¥mnmz^^-r^:itf)^x^^o 

25 ^#;i/-hnc<HfC<:tDS^j:^;^>^\ -^Jx-J^. ^Aa# (#:S6 0kg) \Z^l^ 
XU. — B^fcO, W^i^^T^^Eg r -1 »iJ^<hbT, *5 0 . 1 ?^j:t.i U 
1 0 Omg, if Sb<«*?Il. 0;^J:ViL'5 Omg, J;O0^b<«*91. 0 
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C— I UB Commissi on -on Biochemical Nomenclature iiZj^^}&^^$>^i/^\it 









5 


DNA 






c DNA 






A 


: T5='-> 




T 


: 5^^> 




G 


: ^T-> 


10 


C 


: V h'>> 




RNA 


: ^jyT^mm 




mRNA 






dATP 


: ^-t^i^rfy ->>= u > 




dTTP 




15 


dGTP 






d CTP 


: T':t^5>->5^>?>=U >^ 




ATP 


: Txy'>>HU>^ 




EDTA 


: X.^U>-J7^>mmk 




SDS 




20 


G 1 y 


: i>'U'» 




A I a 


: 




Va 1 






Leu 






I 1 e 


: -r vo'r>'> 


25 


S e r 


: -feU > 




Th r 


: XU^-> 




C y s 


: zyTs^-i y 




Me t 


: :A^^zi> 




G 1 u 
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Asp :7:^ny^>m 

Ly s : U>'> 

A r g : 7;i/^:^> 

His : t:7.5^v> 

5 P h e : y 3L-)VT'y — y 

Tyr :5^Dv> 

Trp :h'jyh:77> 

Pro : y p ij > 

Asn :77.n^^y 

10 Gin : ^}V^^> 

pG 1 u : tfP^^;i/^$>^ 

Sec : ir U'/ v-Xt^^ > (selenocysteine) 



15 k h,'7':7 7.:feJ;a^7>;/ hPelTi^^^nxV^'S E g r -1 (D7^jmMm<D 
(Sa^J#^ : 2 3 

t hEg r -1 ©T^yMse^j^^^f. 

20 E^J#-^: 2T^^n'5T5yi?@B^J*Wr§k NEg r -1 5r3-Ff 
D N A (Dm&Un Sr^t* o 
Cge?"J#-^ : 4] 

g5^J#^: 2T^$n§7^y^@a^J«rWt-'5b hEg r-1 ^^n-H-r-S 
D N A ©j!tSiB3?iJ Sr^^T. 
25 C@S^iJ#^ : 5 ] 

E g r -1 (DT^n-r ^ K<^mSie^iJ<£^T« 
imm^: 6] 

Eg r -1 ©x3-rp?i7 1^:^-5^ K(^*|[^g3JiJS:^-r, 
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E g r - 1 7 y^iz yM^i) zf^^ K(Di&SSB^J$^f . 

Eg r-1 c DNA<£riii|ii-r^fe«6(^y^-r-7— <^j^»saa?ij^^T. 

> Eg r-1 cDNA^mmt^r^isb(D'/^^-^-<Dm.^m¥\^^'to 

cse^j#^ : 1 0 ] 

Eg r -1 \zm'^\^%^~^mT>^A<o^>7.m<omMmm^7n'ir. 

CS3^J#^ : 1 n 

E g r -1 {c:^'&Lt#nj:ViZl2^^DNA(D'fe>XfI(^ii»ia^JS:^T, 

5 Wistar fatty ^ y V (D^B.\Z^\'^ ^ early growth response-1 (Egr-l)mRNA 

W5^(DN)^S^^5^TSl8ttWistar fatty 7^;/ h {^m^\iv i7 7.) ^ 
(DJEI^nWyy hT*^|WIiig&<Z)aii Wistar lean -^-z h (S^Ba^ t'-y ^X) 

m^t. 5^>^P>CX5 5=^;U^(Beckinan Coulter) ^ffl^iTS'J^l/fco -f>7.U 
>iSS«, RIA^ (iil^iimm) fcJ:0»J^L.fco 

5 ^5E(7)^^y h«i;OWIii<&mUT-80r:T<!^#t^. ^Hi^g^^LT total 

iS!U, ABI PRISM 7700 (Applied Biosys terns) ^ffll^TU TJU^-f A^*RT-PCR 
^fC<fc D #a mRNA l^fzo 
f^M^ [^1] J^CX [^2] tC^T. Wistar fatty 13®S&ctO 
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NiDDM ^ML, 22 iisftcfc 0 DN s:^-sbT^4'T>'i^>'*5 >mmm^^mnn^t^. 

22 jlfi&liAl^f-Egr-l iaRM^mM<DmM^mib^n. 40 jSi^-e Transforming 
growth factor-j31(TGF-/31)S:t>'fibronectin mRNA |^31«©iiJP*t^J6^n 



Wistar lean -yyh Wistar fatty z^yh 

10 izmm 2mm 40mm \mm 22mm ^omm 

^^7)l^Z/B.> 5.1 4.0 10.4 6.7 55.7 182.0 

mmm (mg/day) 

138.9 137.1 134.3 319.2 402.9 319.4 

mmimg/di) : 

15 ifilil'f-OX 'J > 123.0 125.6 158.7 1091.9 1019. 2 1674.4 

jiJ^(tt Units/mi) 

(n=5, Mean) 
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[^2] Wistar f at ty^^; h ©#liife*5tj-'?>Egr-K TGF-/3 1^:1)^7 f^Tonec tin 

t- 

0)mmmm& (#ji|l&®ffistar lean ^ y hOWmz^n^^mM 



mm ismm 22mm Aomm 


Egr-l 


1. 1 


2. 2 


2.4 


TGF- j3 1 


1. 1 


1.0 


1.7 


Fibronectin 


1.2 


1.0 


2. 1 



(n=5. Mean) 



mmm2 

Zucker fatty hCOWflifC^Dtt^ early growth response-l (Egr-l) mRNA 

>X U >jfil5^*Ml., ^m^^l^f^^m-r^m^ Zucker fat ty ^ h 
(ZF h>18M*^, B:*:5^A'-;i/X'J/N*-)lC.0.5X^5^;Hr;i/D— 7. lOOcP 
{'M>Sbfc:^>T^lJ-;i/i57> ->l/:^-fe5^;i/ (angiotensin II typel 

ta^) ^ 9 mm. —B-mmBmaik^i.rco nmm^zSiEnMmm-v^^ 

mmm(Dmi^luckeT lean^^yh (ZL^^yh, B*5^-\'-;PXU A*-) tctt 
0.5«^^;i/-fe;PD-X lOOcP (Vehicle) Sr— 0-0]^ BiSPlS#b;^. 

8 ji^tc 24 i^rai^m^fTi/i, A/G B b'?!!- (?o^i^^) ^m^^^xm^ 
wm'^mi'Vx total KM^mihvrco m^^o^mmAmm^^tiz:/^^-^- 

RXSmyt':fu-^^i^mi^. ABI PRISM7700 (Appl ied Hi osys terns) ^m^^X 

u rjv^-CA^m RT-pcR mz^ o mRNA i^^a^aij^ ufco 

[*3] so' [^4] (c^To m^7)\^':r^>wmm^mi}aLxi^>^ 

Zucker fatty ^ h O Wfli 43 T « Egr-l mRNA ^^.M^^mMl^. 
Transforming growth factor- /3 1 (TGF-iSl) , platelet-derived growth 
factor-B (PDGF-B) , f ibronectin ROCa 1 (I) col lagen ©6- mRNA ^i^c^Ji 
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IF^y h 






Vehicle 


Vehicle 






48.5 


401.5 


61.7 











10 (n=8-9. Mean) 

[^4] Zucker y h<DWWZ^\-f^EgT-\. TGF-^K PDGF-B. 

fibronectinRtXal(I) collagenOinRNA^3^« ai^yh<DWm\Z^ 

15 











Vehicle 




Egr-l 


2.9 


1.3 


TGF-/31 


2. 1 


1.2 


PDGF-B 


1.5 


1.0 


Fibronect in 


2. 1 


1. 1 


aid) collagen 


2.3 


1.6 



(n=8-9. Mean) 



25 3 

h^?ii^i^#p^-tJ->^C>AIMJ!aiC^H'5 early growth response-1 (Egr-l) 
mRNA ^3^a)ii;|]a 

4 m.m(r>m^ Sprague-Oawley ^yV (SD ^ h» B*i7 UT) cfc D^HIliS 
aibfeW^i^^^-y->^';7Aliiffllia(passege 7)^, 20X r>'>ll&iejlatt(FCS) ^Sr 
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^tS DMEM i^itiiT 4 B mmm^^^ 0. 2% O vJfiim7;i/7*^ >^^tS DMEM (CT 3 

^m'^pmm.\Z. FCS(20«)*^« angiotensin II (All) (10"* M) S:»b, 
ZIX:-^ ^m^Jt^^-itrzo All type 1 ^^^^^^^ ti>'r'^)i^^ >\t. FCS 

5 All 5 ^ntuzmi^mm^^ io-«m izfsi^^ommizmmvrco fcs * 

^« MI 30 ^^-tt. totalRNA ^j^mbfeo ISIgCD mRNA i2^J^ <]b (C^ ^ 
-r"7— i^^yp — :/<£f^Sib, ABI PRISM 7700(Applied Biosystems) ^ffl 
ViTUT;i'^-r A^MRT-PCRfelCcfct) Egr-1 mRNA|^3^1:^t|iJ^L;t, 
i^^^lr [^5] J^tJf [^6] iZT^-To Egr-1 mRNA f^i^Std: FCS fiJS5[ 30 

10 izmmizmmi^. tiyy'-^rjv^yiz^D^^mz^M'^nr^o ^rz. mmm 

30 ^mzU Egr-1 DiRNA ^^*(D@^(DJij!jP/{>^*l?.i6 ^n, y^'D'Jl^ >iZ^ 
5] FCS mmiZj::^ Egr-1 mRNA ^^(OigJPiRtiC* >x1^-;i'iS7 XD^Mi^ 

15 ffl («Btio^^»^i <hb/2:i^(D+a^ii) 



Egr-lmRNA!R§;SM 


mmm i.o 


FCSflM305^-^ 


26.6 


+ Vehicle 




FCSPJ^305^!^ 


18.4 







(n=3, Mean) 
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1.0 




2.8 


+ Vehicle 






1.3 







10 (n=3, Mean) 

g^^J^J^in U7.y^n — Aik&^ V h (Z)WllifC*5^t§ early growth 
response-1 (Egr-1) mRNA ^^©ifiP 

15 'nw^^ufm:^'t^m.'^(n>^f^^m.%'=^v7.^u-)\/^m.^vv (shc 

Spr ague-Daw 1 ey h (SD^^yh, ^^^VT^ SfflV^T, l^mfimm.mS 

20 l^iT«U, skm^m^^U7.'Ta—Jimm'i->>'^o>C^^y'J^^ (Beckman 
Coulter) ^m^^xm^l^tco 

total RNA^JftaiLfc. mim<DmKmmm^hHZZf'7-(^-RZSWLyt:/u- 
Zf^^^h. ABI PRISM7700 (Appl led Hi osys terns) ^m^^X^)T h.'^ 
25 « RT-PCR mz^ K> Egr-1 mRNA ^mm^m^Vfzo 

12 jit^(D SHC hRZS SD h<Dm4'T;i/y 5 > W««^n^*n 
179. 2 SO' 9. 2 (mg/day. Mean (n=5)) TafeO> ifilM4':3 I^Xt^p— 
^n-6n 92. 4 43. 5 (mg/dl. Mean (n=5)) X^Kl. ^^iTno)/-^^ 

SHC hlC:*5l.iTiSifii-efeo/^. Z<Dm(D SHC hOWfiSfd^tt-S 
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5 t hJjai'eW*^^ HEK-293$fflliatC*3t't^earIy growth response (Egr)-ljai^J!RI 

b hlJ&iS'iPSJfe HEK-293i|ffll!^(CRL-1573, ATCC, passege 40)<£, 10% r>'> 
il&illfilM^'^tiDMEM^^l?! Bi^^^, Poly feet (QIAGEN) 20 Ai 1/3. 5 cm dish 
S:ffll/>Tk hEgr-ll^^y^X^ KS: 2 Atg/dish©^gST«ffllia(c:^Ab;/5:, 
10 r^^, Egr-l^^-/^7.5 h*t^pBK-CMV^^:$^-(STRATAGENE)tCt hEgr-lOn 

natc^iEgr-i^^T.^ \^iiFmiz^miyrci>BK-cm^^^--<D^^mAiyrco m 

X2mmWzm9^^m'RVX^>/^^mRZ^totail mk^mti^LTco Egr-\^ 
>n^m.<D%mt. SDS-PAGES:fTo;^^. Egr-mS6<J*T:^ls:(Ant i-Egr-1 (C-19). 

15 SantaCruz)S:fflliTWestern blotting<&tf V^, -fk^^^}* (PIERCE) J: 
>F^^tBL;^c:o ^tHl^;^/N*>K<^)^ma^M^CS Analyzer 1 . 00a (ATTO) 
ckO^ttlbfe, *;^c. "^^il^bMi^jte^c^mRNA^^M^, |!E^<Z)inRNABS^J 
<&t>i:{c:/^-r ^— (h^^yo — :/S:f^®ib. ABI PRISM 7700(Applied 
Bi osys terns) Srffl ViT^MWRT-PCR^tC J: «9 fiiJJt 

20 i^^* C^7] ic^fo Egr-l^i^y^XS l^SAt::J:D. Egr-l ^yn^ 
M^^>?>^i#J!JD b , ^fcs tissue factor, f ibronectin, intercellular adhesion 
moleculeClCAM)-! mRNA (D%mm\\:Mm^B.^(D^^f)miM\^tCo 
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h hEgr,-l! 




Egr-l ^y/^^^m 




1.5 


Tissue factor mRNA 




1.6 


Fibronectin. mRNA 




1.3 


ICAM-1 mRNA 




4.9 



10 (n=3-6. Mean) 



mmmi 

hW^mi^/^-^ir^ :^ryAmmz^n Nearly growth response-1 (Egr-l) 
ant i sense ol igodeoxynucleotide (AS-ODN) <D^F^<Di^fi 

(passege 4-5)<£:, 20% "i^v-^i^Slfil^i^^t^DMEMJ^i^STityn >:7;i/X> hlC 

u^^-ez-^Bmmm^^. 0.2% 'y->]SsLmT)u:/B.>^,t^mmmz^mvx 

serum starvationS:fTo;feo Serum starvation ^p^iSf^^^lZ Egr-l AS-ODN 

(gs^j## : 7) ^rzmoniToi-omas-odHt-*)--( x^jzis^mmm^-^y 

20 ^^^-frfescrambled ODN, V^Ttl^jBIOGNOSTIKafC-g-^iK^fe*!) ^20 p.}A(Dm^ 
'V^m^izmi}aV2mm CO^-iy^zL^-^-^-C-t^mm. basic fibroblast 
growtli factor(bFGF) (3 ng/ml)-efiML. 37'C"ei-2Bf KSfSb^. bPGFfiM 

ii^PB^^©jffliiactt)^>/ii7MS:i*mL. h?Gmm2mm'^<Dmm^r) toul 

RNA<£:tttBLfeo Egr-liS' W'^i^M©^^^, SDS-PAGE^^frofe^. Egr-l#S 
25 6^in;#:(Anti-Egr-l (C-19), SantaCruz) ^ffl(^^TWes tern blot t ingi^rfTV^. -fb 

^^^^ (p I ERCE) ct D /\' > F L ;"co ^ffi b fc/ 1 > H <Dnmmnm^ 

CS Analyzer 1. OOa(ATTO) {Cck 0^ttiL/fe« tissue factor© mRNA ^ 

mmit. UE^©mRNA@S3?iJ<&t)tfc:7'^<-7-tm3t:/n-:/$f^S!iU, ABI 
PRISM 7700(Applied Biosystems) S:fflViT^«6<)RT-PCR^tc:J: Oiil^b;^, 
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iiSPL, :i(DmmtEgT-l kS-Om mMiZ,^^mm^nrzo Control-OONMe 
X-itnmi^mi^±<misbibnrji7f}^-orzo ^tc. bFCFfO^ZUtPBltc tissue factor 

Egr-l AS-ODN©#AJc:ck§*fflJBaf*^'l4Jt^4^^n7:£75^o;to 

[^8] Egr-l AS-ODN^A{Icfc^> bFGFf!j^^(7)Egr-l ^>/'^^n(0^mR 
missue factor mRNA^^^tC^f-TSf^ffl (3 > h D— ;K^f^JaM 

10 ^itL'rcm(DmMm 



mm 


Control 




bFGF (3 ng/ml) 


mm 


vehicle 


vehicle 


AS-ODN Control -DON 


Egr-l ;$'>/t^M 


1.0 


5.1 


2.0 7.0 


Tissue factor mRNA 


1.0 


2.5 


1.1 4.6 



(n=2-3, Mean) 



mmm 2 dmrn-^mit^mm L.;tEgr-i ^ >/t^Mo^a 

20 -hTEgr-l:$'>/N°^M«^^«T-5m^^^Lfc. 

ix) Egr-m^m-:^'7 7.^\^(Dmmtm^mmx(D%^ 

b hEgr-l cDNA$r#-5Aca6, t: MJiltemimd&*(Z)cDNA (Clontech^fc) 

-^^KDNA (Mi3m^ 8 cfeJ:^;^ 9 ) bXffl^^fcpoIymerase 
chain react ion^tTTSio/Sio ii'li$nfecDNA®*^§g^i>«:a!l|5Igl^EcoRI i: 
25 PstlT^Sffb. EcoRI<hPstlT^8lfbfey^X^ HpcDNAS. 1(+) (Invitrogen 

^mi^^ — U (FALCONltSOOS) \Z. lOX FCS<!:100Mg/lnl(D;^;:^^< v>Sr 
±|B(7)Egr-lfTg31ffi:^^;^^ H20Mgi:Lipofectainine2000 (Invi trogenth) ^ 
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0.5m\(DmMt^ C25inMTris-HCl (pH7.4), 0.4MNaCl, 1 00 m MEDIA, ImMDTT, 
.UTritonX-lOO^^ty7K^^0c{31/lOO«<Z)Protease inhibitor cocktaiKSIGMA 
P8340)<£rfiPA;t'ba>] «rj!lD;^Tjfflfla^^^$-&, 1)->':f)V^=L-'fiZ^ 

i2oooxg, AVxb^m^'L-^vx ±m^nrco ^n^mm-*)-y^jvtvxm^^rzo 
Mmt:Mmti^xmi^^rz, 

(2) Egr-lOi^ttJ 

10 5' mmt:\f^^>mmi'r:i.EgT-m^mi^\^^t^^mM{mmmm o) 

PBST4{gtC^IRb:/tBlock Ace (ImM EDTASr^^tf) (SH3?L^IS, :^B2^M 

m$nrc967^:yi^-h(IWAKI){CjPArco ^taTSO^^Sf^SUfc^, 
^I^^L. PBST4fgtc:#f^b^Block Ace (ImM EDTASr-^tf) ^300^11*0 

ijaxxMuxsf^mw^mi^rzo mm^^^v. zooii\<D?Bsxz^m^v. m 

^m^mt^ C50mM Tris-HCl (pH7.4), lOOmM NaCK 1 OX Block Ace, 200aiM 
20 ZnS04. 250j[iMDTT, 10 At g/ml poly dl-dC (Amersham^h) , 0. 05X Tr i tonX-100] 

x^omi<z^mi^rzmm^>y'}]^^^^^\tnm^y:^)i' (±mu)xmm) ^loo 

ul-r^^nizm^fzo ^UXAQ^m^mi^tcm:^ ZOOulO^^^m (2mM 
imidazole-buffered saline, 0. 02X Tween 20, 200 InSOt) TSIHiJfeV^, 

myii-iic^'^^rji\,m^mmmmxsoomz^^i.rzmEgr-mm^ir^. 

25 -^V^U-i-Ji^tfiW. SANTA CRUZa, sc-189) ^^7t(;il00/z l-fo^JfjPbT, 

4x:x5mm^miyrzo soomi (D^^mx3\B}m\ poiy di-dc^&^s;^^:^^^ 

m^m^mmX2000i^iZ^mvrcirirdihbit IgGin:#:(HRP)^ii,Cell Signaling 
a) ^^TtlClOOMl-ro^SDLT, 4'CT— Bfe^fiL;^. zoou,\(Dm^mx& 
-mmt^ (DAKOa) S:100/il-roiJ0X.T^'fe$-&^^, 2^^©J8{E®? 
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^YOOfJ. lSP^T>Kj^|r#3j:^i±>.M^^th (TECAN&, h ^ l^-f t^^-) 

mMl^Tl^m^ZfU—h'Vm.OObXh'Drzo Egr-l cDNA^J^AbTVi/jtV^^ 

10 mm±<Dmm'^m^ 
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10 ^m^rz.\-x^<Dmzn-r^^w^m\^^xm'^ • jt«sf -5ci<i:Sr<ifm^:r-5, 

1 2. ^^ailBi!c(DXi7U-^>i^;^^tcJ:oTt#e>nfc^b^i^*;fe«^ 
1 3. »^^llHSc®;^i7U-->^^;^^£^::J:oT^#e>nfc^fc^#^S;t^« 
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SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Screening Method 

<130> 3011WOOP 

<150> JP 2002-3769 
<151> 2002-01-10 

<160> 11 

<170> Patentin version 3.1 

<210> 1 

<211> 123 

<212> PRT 

<213> Homo sapiens 

<220> 

<221> MISC.FEATURE 

<223>' Partial amino acid sequence of Egr-1 protein which is conserved 
between human, mouse and rat. 

<400> 1 

Tyr Gin Ser Gin Leu lie Lys Pro Ser Arg Met Arg Lys Tyr Pro Asn 
15 10 15 

Arg Pro Ser Lys Thr Pro Pro His Glu Arg Pro Tyr Ala Cys Pro Val 



wo 03/060516 



2/15 



PCT/JP03/00111 



20 25 30 

Glu Ser Cys Asp Arg Arg Phe Ser Arg Ser Asp Glu Leu Thr Arg His 

35 40 45 

He Arg He His Thr Gly Gin Lys Pro Phe Gin Cys Arg He Cys Met 

50 55 60 

Arg Asn Phe Ser Arg Ser Asp His Leu Thr Thr His He Arg Thr His 
65 70 75 80 

Thr Gly Glu Lys Pro Phe Ala Cys Asp He Cys Gly Arg Lys Phe Ala 

85 90 95 

Arg Ser Asp Glu Arg Lys Arg His Thr Lys He His Leu Arg Gin Lys 

100 105 110 

Asp Lys Lys Ala Asp Lys Ser Val Val Ala Ser 
115 120 



<210> 2 

<211> 543 

<212> PRT 

<213> Homo sapiens 



<400> 2 

Met Ala Ala Ala Lys Ala Glu Met Gin Leu Met Ser Pro Leu Gin He 
15 10 15 

Ser Asp Pro Phe Gly Ser Phe Pro His Ser Pro Thr Met Asp Asn Tyr 

20 25 30 

Pro Lys Leu Glu Glu Met Met Leu Leu Ser Asn Gly Ala Pro Gin Phe 

35 40 45 

Leu Gly Ala Ala Gly Ala Pro Glu Gly Ser Gly Ser Asn Ser Ser Ser 

50 55 60 

Ser Ser Ser Gly Gly Gly Gly Gly Gly Gly Gly Gly Ser Asn Ser Ser 
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.65 70 75 80 

Ser Ser Ser Ser Thr Phe Asn Pro Gin Ala Asp Thr Gly Glu Gin Pro 

85 90 95 

Tyr Glu His Leu Thr Ala Glu Ser Phe Pro Asp He Ser Leu Asn Asn 

100 . 105 110 

Glu Lys Val Leu Val Glu Thr Ser Tyr Pro Ser Gin Thr Thr Arg Leu 

115 120 125 

Pro Pro He Thr Tyr Thr Gly Arg Phe Ser Leu Glu Pro Ala Pro Asn 

130 135 140 

Ser Gly Asn Thr Leu Trp Pro Glu Pro Leu Phe Ser Leu Val Ser Gly 
145 150 155 160 

Leu Val Ser Met Thr Asn Pro Pro Ala Ser Ser Ser Ser Ala Pro Ser 

165 170 175 

Pro Ala Ala Ser Ser Ala Ser Ala Ser Gin Ser Pro Pro Leu Ser Cys 

180 185 190 

Ala Val Pro Ser Asn Asp Ser Ser Pro He Tyr Ser Ala Ala Pro Thr 

195 200 205 

Phe Pro Thr Pro Asn Thr Asp He Phe Pro Glu Pro Gin Ser Gin Ala 

210 215 220 

Phe Pro Gly Ser Ala Gly Thr Ala Leu Gin Tyr Pro Pro Pro Ala Tyr 
225 230 235 240 

Pro Ala Ala Lys Gly Gly Phe Gin Val Pro Met He Pro Asp Tyr Leu 

245 250 255 

Phe Pro Gin Gin Gin Gly Asp Leu Gly Leu Gly Thr Pro Asp Gin Lys 

260 265 270 

Pro Phe Gin Gly Leu Glu Ser Arg Thr Gin Gin Pro Ser Leu Thr Pro 

275 280 285 

Leu Ser Thr He Lys Ala Phe Ala Thr Gin Ser Gly Ser Gin Asp Leu 
290 295 300 
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Lys Ala Leu Asn Thr Ser Tyr Gin Ser Gin Leu He Lys Pro Ser Arg 
305 310 315 320 

Met Arg Lys Tyr Pro Asn Arg Pro Ser Lys Thr Pro Pro His Glu Arg 

325 330 335 

Pro Tyr Ala Cys Pro Val Glu Ser Cys Asp Arg Arg Phe Ser Arg Ser 

340 345 350 

Asp Glu Leu Thr Arg His He Arg lie His Thr Gly Gin Lys Pro Phe 

355 360 365 

Gin Cys Arg He Cys Met Arg Asn Phe Ser Arg Ser Asp His Leu Thr 

370 375 380 

Thr His lie Arg Thr His Thr Gly Glu Lys Pro Phe Ala Cys Asp He 
385 390 395 400 

Cys Gly Arg Lys Phe Ala Arg Ser Asp Glu Arg Lys Arg His Thr Lys 

405 410 415 

lie His Leu Arg Gin Lys Asp Lys Lys Ala Asp Lys Ser Val Val Ala 

420 425 430 

Ser Ser Ala Thr Ser Ser Leu Ser Ser Tyr Pro Ser Pro Val Ala Thr 

435 440 445 

Ser Tyr Pro Ser Pro Val Thr Thr Ser Tyr Pro Ser Pro Ala Thr Thr 

450 455 460 

Ser Tyr Pro Ser Pro Val Pro Thr Ser Phe Ser Ser Pro Gly Ser Ser 
465 470 475 480 

Thr Tyr Pro Ser Pro Val His Ser Gly Phe Pro Ser Pro Ser Val Ala 

485 490 495 

Thr Thr Tyr Ser Ser Val Pro Pro Ala Phe Pro Ala Gin Val Ser Ser 

500 505 510 

Phe Pro Ser Ser Ala Val Thr Asn Ser Phe Ser Ala Ser Thr Gly Leu 

515 520 525 

Ser Asp Met Thr Ala Thr Phe Ser Pro Arg Thr He Glu He Cys 
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530 535 540 

<210> 3 

<211> 1629 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(1629) 

<223> 

<400> 3 

atg gcc gcg gcc aag gcc gag atg cag ctg atg tec ccg ctg cag ate 48 
Met Ala Ala Ala Lys Ala Glu Met Gin Leu Met Ser Pro Leu Gin He 
15 10 15 

tct gac eeg ttc gga tee ttt cet eac teg cce acc atg gac aae tac 96 
Ser Asp Pro Phe Gly Ser Phe Pro His Ser Pro Thr Met Asp Asn Tyr 

20 25 30 

cct aag ctg gag gag atg atg ctg ctg age aac ggg get ecc eag ttc 144 
Pro Lys Leu Glu Glu Met Met Leu Leu Ser Asn Gly Ala Pro Gin Phe 

35 40 45 

etc ggc gcc gcc ggg gcc cea gag gge age ggc age aac age age age 192 
Leu Gly Ala Ala Gly Ala Pro Glu Gly Ser Gly Ser Asn Ser Ser Ser 

50 55 60 

age age age ggg ggc ggt gga ggc ggc ggg ggc ggc age aac age age 240 
Ser Ser Ser Gly Gly Gly Gly Gly Gly Gly Gly Gly Ser Asn Ser Ser 
65 70 75 80 

age age age age acc ttc aae cet cag gcg gac aeg gge gag eag ecc 288 
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Ser Ser Ser Ser Thr Phe As n- Pro Gin Ala Asp Thr Gly Glu GJn Pro 

85 90 95 

tac gag cac ctg acc gca gag tct ttt cct gac ate tct ctg aac aac 336 
Tyr Glu His Leu Thr Ala Glu Ser Phe Pro Asp He Ser Leu Asn Asn 

100 105 110 

gag aag gtg ctg gtg gag acc agt tac ccc age caa acc act cga ctg 384 
Glu Lys Val Leu Val Glu Thr Ser Tyr Pro Ser Gin Thr Thr Arg Leu 

115 120 125 

ccc cce ate aec tat act ggc cgc ttt tec ctg gag cct gca ccc aac 432 
Pro Pro He Thr Tyr Thr Gly Arg Phe Ser Leu Glu Pro Ala Pro Asn 

130 135 140 

agt gge aac acc ttg tgg ccc gag ccc etc ttc age ttg gtc agt ggc 480 
Ser Gly Asn Thr Leu Trp Pro Glu Pro Leu Phe Ser Leu Val Ser Gly 
145 150 155 160 

eta gtg age atg acc aac eca ccg gee tee teg tee tea gca cea tct 528 
Leu Val Ser Met Thr Asn Pro Pro Ala Ser Ser Ser Ser Ala Pro Ser 

165 170 175 

eca gcg gee tec tee gee tee gee tec cag age eca eee etg age tge 576 
Pro Ala Ala Ser Ser Ala Ser Ala Ser Gin Ser Pro Pro Leu Ser Cys 

180 185 190 

gca gtg eca tec aac gac age agt eec at I tac tea gcg gca ccc acc 624 
Ala Val Pro Ser Asn Asp Ser Ser Pro He Tyr Ser Ala Ala Pro Thr 

195 200 205 

ttc cce acg ccg aae act gae att tte cct gag eca caa age cag gee 672 
Phe Pro Thr Pro Asn Thr Asp He Phe Pro Glu Pro Gin Ser Gin Ala 

210 215 220 

tte ccg gge teg gca ggg aca gcg etc cag tac ccg cct cct gee tac 720 
Phe Pro Gly Ser Ala Gly Thr Ala Leu Gin Tyr Pro Pro Pro Ala Tyr 
225 230 235 240 
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ccl gcc'gcc aag ggt ggc tic cag.gtt ccc atg ate ccc gac tac ctg 768 
Pro Ala Ala Lys Gly Gly Phe Gin Val Pro Met He Pro Asp Tyr Leu 

245 250 255 

ttt cca cag cag cag ggg gat ctg ggc ctg ggc acc cca gac cag aag 816 
Phe Pro Gin Gin Gin Gly Asp Leu Gly Leu Gly Thr Pro Asp Gin Lys 

260 265 270 

ccc ttc cag ggc ctg gag age cgc acc cag cag cct teg eta acc cct 864 
Pro Phe Gin Gly Leu Glu Ser Arg Thr Gin Gin Pro Ser Leu Thr Pro 

275 280 . 285 

ctg tct act att aag gee ttt gcc act cag teg ggc tec cag gac elg 912 
Leu Ser Thr lie Lys Ala Phe Ala Thr Gin Ser Gly Ser Gin Asp Leu 

290 295 300 

aag gcc etc aat acc age tac cag tec cag etc ate aaa ccc age cgc 960 
Lys Ala Leu Asn Thr Ser Tyr Gin Ser Gin Leu He Lys Pro Ser Arg 
305 310 315 320 

atg cgc aag tat ccc aac egg ccc age aag aeg ccc ccc cae gaa cgc 1008 
Met Arg Lys Tyr Pro Asn Arg Pro Ser Lys Thr Pro Pro His Glu Arg 

325 330 335 

cct tac get tgc cca gtg gag tec tgt gat cgc cgc ttc tec cgc tee 1056 
Pro Tyr Ala Cys Pro Val Glu Ser Cys Asp Arg Arg Phe Ser Arg Ser 

340 345 350 

gac gag etc ace cgc cae ate cgc ate cae aca ggc cag aag ccc ttc 1104 
Asp Glu Leu Thr Arg His He Arg He His Thr Gly Gin Lys Pro Phe 

355 360 365 

cag tgc cgc ate tge atg cgc aac ttc age cgc age gac cae etc acc 1152 
Gin Cys Arg He Cys Met Arg Asn Phe Ser Arg Ser Asp His Leu Thr 

370 375 380 

acc cae ate cgc acc cae aca ggc gaa aag ccc ttc gee tgc gac ate 1200 
Thr His He Arg Thr His Thr Gly Glu Lys Pro Phe Ala Cys Asp He 
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385 390 395 400 

tgt gga aga aag ttt gcc agg age gal gaa cgc aag agg cat acc aag 1248 

Cys Gly Arg Lys Phe Ala Arg Ser Asp Glu Arg Lys Arg His Thr Lys 

405 410 415 

ate cac ttg egg cag aag gac aag aaa gea gae aaa agt gtt gtg gcc 1296 
He His Leu Arg Gin Lys Asp Lys Lys Ala Asp Lys Ser Val Val Ala 

420 425 430 

tct teg gcc acc tec tct etc tct tec tac ccg tec ceg gtt get ace 1344 
Ser Ser Ala Thr Ser Ser Leu Ser Ser Tyr Pro Ser Pro Val Ala Thr 

435 440 445 

tct tac ccg tec ccg gtt act ace tct tat eca tec ceg gcc ace ace 1392 
Ser Tyr Pro Ser Pro Val Thr Thr Ser Tyr Pro Ser Pro Ala Thr Thr 

450 455 460 

tea tac eca tec cct gtg ecc acc tee ttc tec tct ccc ggc tec teg 1440 
Ser Tyr Pro Ser Pro Val Pro Thr Ser Phe Ser Ser Pro Gly Ser Ser 
465 470 475 480 

acc tac eca tec cct gtg cac agt ggc ttc ccc tec ceg teg gtg gee 1488 
Thr Tyr Pro Ser Pro Val His Ser Gly Phe Pro Ser Pro Ser Val Ala 

485 490 495 

ace aeg tac tee tct gtt ccc cct get ttc ccg gcc cag gtc age age 1536 
Thr Thr Tyr Ser Ser Val Pro Pro Ala Phe Pro Ala Gin Val Ser Ser 

500 505 510 

ttc cct tee tea get gtc acc aac tec ttc ago gcc tec aca ggg ett 1584. 
Phe Pro Ser Ser Ala Val Thr Asn Ser Phe Ser Ala Ser Thr Gly Leu 

515 520 525 

teg gac atg aca gca acc ttt tct ccc agg aca att gaa att tgc 1629 
Ser Asp Met Thr Ala Thr Phe Ser Pro Arg Thr He Glu He Cys 
530 535 540 
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<210> 4 

<2n> 1629 

<212> DNA . 

<213> Homo sapiens 



<220> 

<22l> CDS 

<222> (1)..(1629) 

<223> 



<400> 4 
atg gcc gcg 
Met Ala Ala 
1 

tct gac ccg 
Ser Asp Pro 

cct aag ctg 
Pro Lys Leu 
35 

etc ggc gcc 
Leu Gly Ala 
50 

age age age 
Ser Ser Ser 
65 

age age age 
Ser Ser Ser 



gcc aag gcc gag atg eag ctg atg tec ccg ctg cag ate 48 
Ala Lys Ala Glu Met Gin Leu Met Ser Pro Leu Gin lie 

5 10 15 

ttc gga tec ttt cct cac teg ecc acc atg gac aac tac 96 
Phe Gly Ser Phe Pro His Ser Pro Thr Met Asp Asn Tyr 
20 25 30 

gag gag atg atg ctg ctg age aae ggg get eee eag ttc 144 
Glu Glu Met Met Leu Leu Ser Asn Gly Ala Pro Gin Phe 

40 45 
gcc ggg gee eca gag ggc age ggc age aac age age age 192 
Ala Gly Ala Pro Glu Gly Ser Gly Ser Asn Ser Ser Ser 

55 60 
ggg ggc ggt gga ggc ggc ggg ggc ggc age aac age age 240 
Gly Gly Gly Gly Gly Gly Gly Gly Gly Ser Asn Ser Ser 
70 75 80 

age acc ttc aae cct eag gcg gac acg ggc gag eag eee 288 
Ser Thr Phe Asn Pro Gin Ala Asp Thr Gly Glu Gin Pro 

•85 90 95 
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tac gag cac clg acc gca gag tct lit qct gac ate tct ctg aac aac 336 

Tyr Glu His Leu Thr Ala Glu Ser Phe Pro Asp lie Ser Leu Asn Asn 

100 105 110 

gag aag gig ctg gtg gag acc agt tac ccc age caa acc a.ct cga qtg 384 

Glu Lys Val Leu Val Glu Thr Ser Tyr Pro Ser Gin Thr Thr Arg Leu 

115 120 125 

ccc ccc ate acc tat act ggc cgc ttt tec ctg gag cct gca ccc aac 432 

Pro Pro He Thr Tyr Thr Gly Arg Phe Ser Leu Glu Pro Ala Pro Asn 

130 135 140 

agt ggc aac acc ttg tgg ccc gag ccc etc ttc age ttg gtc agt ggc 480 

Ser Gly Asn Thr Leu Trp Pro Glu Pro Leu Phe Ser Leu Val Ser Gly 
145 150 155 160 

eta gtg age atg acc aac eca ccg gcc tec teg tec tea gca cea tct 528 

Leu Val Ser Met Thr Asn Pro Pro Ala Ser Ser Ser Ser Ala Pro Ser 

165 170 175 

cca gcg gcc tec tec gcc tec gee tec eag age cea ccc ctg age tgc 576 

Pro Ala Ala Ser Ser Ala Ser Ala Ser Gin Ser Pro Pro Leu Ser Cys 

180 185 190 

gca gtg cea tec aac gac age agt eee att tac tea gcg gca ccc acc 624 

Ala Val Pro Ser Asn Asp Ser Ser Pro He Tyr Ser Ala Ala Pro Thr 

195 200 205 

tte ccc aeg ccg aac act gac att ttc cct gag eca caa age cag gcc 672 
Phe Pro Thr Pro Asn Thr Asp He Phe Pro Glu Pro Gin Ser Gin Ala 

210 215 220 

ttc ceg ggc teg gca ggg aea geg etc eag tac ccg cct cct gee tac 720 

Phe Pro Gly Ser Ala Gly Thr Ala Leu Gin Tyr Pro Pro Pro Ala Tyr 
225 230 235 240 

cct gee gee aag ggt ggc tte eag gtt ccc atg ate ccc gac tac ctg 768 

Pro Ala Ala Lys Gly Gly Phe Gin Val Pro Met He Pro Asp Tyr Leu 
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245 ■ 250 255 . 

ttt cca cag cag cag ggg gat ctg ggc ctg ggc acc cca gac cag aag 816 

t 

Phe Pro Gin Gin Gin Gly Asp Leu Gly Leu Gly Thr Pro Asp Gin Lys 

260 265 270 

ccc ttc cag ggc ctg gag age cgc acc cag cag cct teg eta acc cct 864 
Pro Phe Gin Gly Leu Glu Ser Arg Thr Gin Gin Pro Ser Leu Thr Pro 

275 280 285 

ctg tct act att aag gcc ttt gee act cag teg ggc tec cag gac ctg 912 
Leu Ser Thr He Lys Ala Phe Ala Thr Gin Ser Gly Ser Gin Asp Leu 

290 295 300 

aag gcc etc aat acc age tac cag tee cag etc ate aaa ccc age cgc 960 
Lys Ala Leu Asn Thr Ser Tyr Gin Ser Gin Leu He Lys Pro Ser Arg 
305 310 315 320 

atg cgc aag tac ccc aac egg ccc age aag acg ccc ccc cac gaa cgc 1008 
Met Arg Lys Tyr Pro Asn Arg Pro Ser Lys Thr Pro Pro His Glu Arg 

325 330 335 

cct tac get tgc cca gtg gag tec tgt gat cgc cgc ttc tec cgc tec 1056 
Pro Tyr Ala Cys Pro Val Glu Ser Cys Asp Arg Arg Phe Ser Arg Ser 

340 345 350 

gae gag etc acc cgc cac ate cgc ate cac aea ggc cag aag ccc ttc 1104 
Asp Glu Leu Thr Arg His He Arg lie His Thr Gly Gin Lys Pro Phe 

355 360 365 

cag tgc cgc ate tgc atg cgc aac ttc age cgc age gac cac etc acc 1152 
Gin Cys Arg He Cys Met Arg Asn Phe Ser Arg Ser Asp His Leu Thr 

370 375 380 

ace cac ate cgc ace cac aca ggc gaa aag ccc ttc gcc tgc gae ate . 1200 
Thr His He Arg Thr His Thr Gly Glu Lys Pro Phe Ala Cys Asp He 
385 390 395 400 

tgt gga aga aag ttt gcc agg age gat gaa cgc aag agg cat acc aag 1248 
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Cys Gly Arg Lys Phe Ala Arg Ser Asp Glu Arg Lys Arg His Thr Lys 

405 410 415 

ate cac tig egg cag aag gac aag aaa gea gac aaa agt gtt gtg gcc 1296 
He His Leu Arg Gin Lys Asp Lys Lys Ala Asp Lys Ser Vai Val Ala 

420 425 430 

tct teg gcc ace tec tct etc tet tec tac ccg tec ecg gtt get acc 1344 
Ser Ser Ala Thr Ser Ser Leu Ser Ser Tyr Pro Ser Pro Val Ala Thr 

435 440 445 

tet tac ccg tec ccg gtt act ace tet tat eea tec ccg gcc ace acc 1392 
Ser Tyr Pro Ser Pro Val Thr Thr Ser Tyr Pro Ser Pro Ala Thr Thr 

450 455 460 

tea lae eca tec cet gtg ccc ace tec ttc tee tct ecc gge tee teg 1440 
Ser Tyr Pro Ser Pro Val Pro Thr Ser Phe Ser Ser Pro Gly Ser Ser 
465 470 475 480 

ace tac eca tec cet gtg cac agt gge ttc ccc tec ecg teg gtg gee 1488 
Thr Tyr Pro Ser Pro Val His Ser Gly Phe Pro Ser Pro Ser Val Ala 

485 490 495 

ace acg tac tec tct gtt ccc cet get ttc ccg gcc cag gtc age age 1536 
Thr Thr Tyr Ser Ser Val Pro Pro Ala Phe Pro Ala Gin Val Ser Ser 

500 505 510 

tic cet tec tea get gtc ace aac tec ttc age gee tec aca ggg ett 1584 
Phe Pro Ser Ser Ala Val Thr Asn Ser Phe Ser Ala Ser Thr Gly Leu 

515 520 525 

teg gac atg aca gea acc ttt tet ecc agg aca att gaa att tgc 1629 
Ser Asp Met Thr Ala Thr Phe Ser Pro Arg Thr He Glu He Cys 
530 535 540 



<210> 5 
<211> 9 
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<212> DNA 

<213> Artificial 

<220> 

<221> inisc_feature 

<223> Oligonucleotide designed to act as decoy for Egr-1. 

<400> 5 

gcgtgggcg 9 

<210> 6 

<2n> 9 

<212> DNA 

<213> Artificial 

<220> 

<221> inisc_feature 

<223> Oligonucleotide designed to act as decoy for Egr-1. 



<210> 7 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<221> inisc_feature 



<400> 



6 



gcgggggcg 
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<223> Oligonucleotide designed to act- as ant isense DNA for Egr-1 mRNA. 
<400> 7 

gcggggtgca ggggcacact 20 

<210> 8 

<2ll> 30 

<212> DNA 

<213> Artificial 

<220> 

<221> misc_feature 

<223> Oligonucleotide designed to act as primer for amplifying Egr-1 
cDNA. 

<400> 8 

ccgaattcag tgttccccgc gccccgcatg 30 

<210> 9 

<211> 29 

<212> DNA 

<213> Artificial 

<220> 

<221> misc_feature 

<223> Oligonucleotide designed to act as primer for amplifying Egr-1 
cDNA. 



<400> 



9 



wo 03/060516 



PCT/JP03/00111 . 



15/15 



ggctcgagaa cctccatclg acctaagag 



29 



<210> 10 

<211> 26 

<212> DNA 

<213> Artificial 

<220> 

<221> inisc_feature 

<223> Oligonucleotide designed to act as sense strand of double-stranded 
DNA capable of binding with Egr-1. 



<210> 11 

<211> 26 

<212> DNA 

<213> Artificial 

<220> 

<221> inisc_feature 

<223> Oligonucleotide designed to act as sense strand of double-stranded 
DNA incapable of binding with Egr-1. 



<400> 



tgactcgccc tcgcccccgc gccggg 



26 



<400> 



tgactcgccc tcgacccagc gccggg 
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